CLAIMS 



1 . (previously presented) A method for forming a pharmaceutical 
composition, comprising: 

(a) forming a solution comprising a cholestervi ester transfer protein 
inhibitor, a concentration-enhancing polymer, and a solvent; 

(b) rapidly removing said solvent from said solution to form a solid 
amorphous dispersion comprising said cholesteryl ester transfer 
protein inhibitor and said concentration-enhancing polimier; and 

(c) said concentration-enhancing polymer being present in said solution 
in a sufficient amount so that said solid amorphous dispersion provides a maximum 
concentration of said cholesteryl ester transfer protein inhibitor in a use environment 
that is at least 10-fold the equilibrium concentration provided by a control composition 
consisting essentially of an equivalent amount of said cholesteryl ester transfer protein 
inhibitor but with no cxincentration-enhancing polymer 

wherein said cholesten/l ester transfer protein inhibitor has the Formula IV 



and pharmaceuticallv acceptable forms thereof: 

wherein R w^ is hydrogen. Y iv. Wiy-Xjy or Wiv-Yiv; 
wherein W i v is a carbonyl. thiocarbonyl. sulfinyl or sulfonyl: 
Xiv is -O-Y i v. -S-Y i y. -H(H)-y^; or -N-(Y ivW: 

wherein Y t y for each occunrence is independently Zw or a fully saturated, partially 
unsaturated or fully unsaturated one to ten membered straight or branched carbon chain 
wherein the carbons, other than the connecting carbon, may optionally be replaced with 
one or two heteroatoms selected independentiv from oxygen, sulftjr and nitrogen and said 
carbon is optionally mono-, di- or tri-substituted independently with halo, said carbon is 
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optionaiiy mono-substituted with hydroxy, said carbon is optionaily mono-substituted with 
0X0. said sulfur is optionally mono- or di-substituted with oxo. said nitrogen is optionally 
mono-, or di-substituted with oxo. and said carbon chain is optionally mono-substituted witti 

wherein Z i y is a partially saturated, fully saturated or fully unsaturated three to eight 
membered ring optionally having one to four heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially saturated, 
fully saturated or fuHv unsaturated three to six membered rings, taken independently, 
optionally having one to four heteroatoms selected independently from nitrogen, sulfur and 
oxygen: 

wherein said Ziv substituent is optionally mono-, di- or tri-substituted independently 
with halo. (Cy-Cfilalkenvl. fC i-C fi) alkvl. hydroxy. fC i-C R)aikoxv. fC i-C dlalkvlthio. amino, 
nitro. cvano, oxo, carboxy. (C ii-C g)aikyloxvcarbonvl. mono-N- or di-N.N-fC i -Cg)alkvlamino 
wherein said (C rCfi )alkvi substituent is optionally mono-, di- or tri-substituted independently 
with halo, hydroxy. (C ii-Cfi )alkoxv, (C rC 4)alkvithiQ, amino, nitro. cyano. oxo. carboxy. fCi - 
CB)alkvloxvc arbonvl. mono-N- or di-N.N-fC i-C fi)alkvlamino. said fC i-C p)alkvl substituent is 
also optionally substituted with from one to nine fluorines; 
Riv-? is a partially saturated, fuilv saturated or fully unsaturated one to six membered 
straight or branched carbon chain wherein the carbons, other Itian the connecting carbon, 
may optionaily be replaced with one or two heteroatoms selected independently from 
oxygen, sulfur and nitrogen wherein said carbon atoms are optionally mono-, di- or tri- 
substituted independenttv with halo, sard carbon is optionaliv mono-substituted with oxo. 
said carbon is optionally mono-substituted with hydroxy, said sulfur is optionally mono- or 
di-substituted with oxo. said nitrogen is optionally mono- or di-sub stit uted with oxo; or said 
Rl^/.:> is a partially saturated, fully saturated orfullv unsaturated three to seven membered 
ring optionally having one to two heteroatoms selected independently from oxvoen. sulfur 
and nitrogen, wherein said R iy .? ring is optionally attached through fCi-Q ^alkvl: 

wherein said Rj v j ring is optionaliv mono-, di- or tri-substituted independently with 
halo. fCi)-Cfi)alkenvl. fC i-C g) alkvi. hydroxy. (C i-C fi)alkoxv. fC .-C^ )alkvlthio. amino, nitro. 
cvano, oxo. carboxy. (C i-C fi)alkvloxvcarbonvl. mono-N- or di-N.N-(C^ -Cfi )alkylamino 
wherein said fC i-C g)alkvl substituent is optionally mono-, di- or tri-substituted independently 
m\h halo, hydroxy. fC i-C> ;)alkoxv. fCi - a)alkylthio. oxo or fC i-Cfi )alkvloxvcarbonvl: 

with the proviso that R iy ^ is not metiiyl; 
Riv-:^ is hydrogen or Qj v: 



5 



wherein Qiy is a fully saturated. parMaltv unsaturated or fuily unsaturated one to six 
membered straight or branched caiton chain wherein the carbons other than the 
connecting carbon, may optionally be replaced with one heteroatom selected from oxygen, 
sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently 
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is optionally 
mono-substituted with oxo. said sulfur is optionally mono- or di-substituted wtii oxo. said 
nitrogen is optionally mono- or di-substituted with oxo. and said carbon chain is optionally 
mono-substituted with Vi y; 

wherein Vjy is a partially saturated, ftjilv saturated or Hilly unsaturated three to eight 
membered ring optionally having one to four heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or a bicvctic ring consisting of two fused partially saturated, 
fully saturated or fully unsaturated three to six membered rings, taken independently, 
optionally having one to four heteroatoms selected independently from nitrogen, sulfur and 
oxygen: 

wherein said Vy substituent is optionally mono-, di-. tri-. or tetra-substituted 
independently with halo. fC^-Cfi)alkvl. fC9-Cg^alkenvl. hydroxy. fC^-C«^alkQxv. 
(Ci-C4 )alkylthio. amino, nitro, cyano. oxo. carboxamoyl, mono-N- or di-N.N-fC i-Cg) 
alkylcarboxamoyl. carboxv. (C i-C fi)alkyloxycarbony|. mono-N- or di-N.N-fC i-C g)alkvlamino 
wherein said fC i-C fi)alkvl or fC?-C>^)alkenvi substituent is optionally mono-, dl- or tri- 
substituted independently with hydroxy. fC i-Cg )a!koxy. ( Ci-C4 )alkvlthio. amino, nitro. cvano. 
0X0. carboxv. fC i-C g)alkvloxycaitonyl. mono-N- or di-N.N-(C i-C g)alkvlamino. said (C^ - 
Cfi)alkvl or fC?-Cg)alkenvl substituents are also optionally substituted witti from one to nine 
fluorines: 

Ri\ M is Q i>£i or Vi y^i ; 

wherein Q ivm a fully saturated, partially unsaturated or fully unsaturated one to six 
membered straight or branched carbon chain wherein the carbons, other than the 
connecting carbon, may optionally be replaced with one heteroatom selected from oxygen, 
sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently 
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is optionally 
mono-substituted with oxo. said sulfur is optionally mono- or di-substituted with oxo. said 
nitrogen is optionally mono- or di-substituted with oxo. and said carbon chain is optionally 
mono-substituted with 

wherein V iv„i is a partially saturated, fuily saturated or fully unsaturated three to six 
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membered ring optionally having one to two heteroatoms selected independently from 
oxygen, sulfur and nitrogen: 

wherein said Vi y.i substituent is optionally mono-, di-. tri-. or tefa-a-substituted 
independently with halo. fC i-CR)alkvl. fCi-Cg )alkoxv. amino, nitro. cvano. 
(Ci-Cg)alkvloxycarbonvl. mono-N- or di-N.N-(C i-C fi)alkvlamino wherein said (C i-Cgjalkyl 
substituent is optionally mono-substituted wifri oxo. said fC i-C g)alkvl substituent is also 
optionally substituted with from one to nine fluorines: 

wherein either Ri v^ must contain V i v or Ry^ must contain Vi v^; 

Riv-s. Riv-fi. Riy-7and Riv-aare each independently hydrogen, a bond, nitro or halo 
wherein said bond is substituted with T i y or a partially saturated, fully saturated or fully 
unsaturated (C i-Ci j) straight or branched carbon chain vy^erein carbon, may optionally be 
replaced with one or two heteroatoms selected independently Irom oxygen, sulfur and 
nitrogen wherein said carbon atoms are optionally mono-, di- or tri-substifajted 
independently with halo, sa id carbon is optionally mono-substituted with hydroxy, said 
carbon is optionally mono-substituted with oxo. said sultlir is optionally mono- or 
di-substituted vwth oxo. said nitrogen is optionally mono- or dl-substituted witii oxo. and said 
carbon is optionally mono-substituted with T jy: 

wherein Tw is a oartiailv saturated, fully saturated or fully unsaturated three to eight 
membered ring optionally having one to four heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or, a bicycllc ring consisting of two fused partially saturated, 
fully saturated or fully unsaturated three to six membered rings, taken independently. 
optionally h aving one to four heteroatoms selected independently from nitrogen, sulfur and 
oxygen; 

wherein said T r y substituent is optionally mono-, di- or tri-substitu te d independently 
with halo. (Ci-Cfi)alkvl. fg-Q^alkenyl. hydroxy. fCi -Cp )alkoxy. (C i-C 4)alkvlthio, amino, nitro. 
cyano. oxo. carboxv. fC i-Cg )alkyloxycarbonyl. mono-N- ordi-N.N-fa -C g)alkvlamino 
wherein said (C i-Cg )alkyl substituent is optionally nnono-, di- or tri-substituted independently 
with hydroxy. fC i-C g)alkoxy. (C i- a)alkylthio. amino, nitro. cvano. oxo. carboxv. (Ci- 
Cfi)alkvloxvcarbonvi. mono-N- or di-N.N-fa -Cfi )alkvlamino. said rC i-C fi)alky| substituent is 
also optionally substituted with from one to nine fluorines: and 

wherein R iv,s and Rry^. or Riug and Riu ^. and/or Rr y-? and Riu j may also be taken 
together and can form at least one four to eight membered ring that is partially saturated or 
fully unsaturated optionally having one to three heteroatoms indeoendentiy selected from 
nitrogen, sulfur and oxygen: 
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wherein sai d ri ng or rings formed bv and Ri y^ . or R iv^ and Riy^ . and/or R iv£ 
and Riy^ are optionaily mono-, di- or tri-substituted independentiy witii halo. fC i-Cfi)alkvl. 
(C rCd^alkvlsulfonvl. {C2-CR)alkenvl. hydroxy. (C i-C R^alkoxv. fC i-C j)alkvlthio. amino, nitro. 
cyano, oxo. carboxy, (C ^-CR )alkvloxvcarbonvi, mono-N- or di-N.N-fC i-CR )alkvlamino 
wherein said (C i-C fi)alkvl substituent is optionally mono-, di- or tri-substituted independently 
vwth hydroxy. (C i-C fi)alkoxv. (C i-C A)alkvlltiio. amino, nitro. cvano. oxo. carboxv. 
fCi-Cfi)aikyloxvcarbonvl. mono-N- or d!-N,N-fC ^-CR )alkvlamino. said fC i-Cg )alkyl substituent 
is also optionally substituted with from one to nine fluorines; with the proyiso that when R iv^ 
is carboxvl or fd -C ^) alkvlcarboxvl. then R ivm is not hydrogen: 

and wherein said concentration-enhancing polymer is selected from hydroxypropyl 
methyl cellulose acetate succinate, hydroxvpropyl methyl cellulose succinate. 
hydroxvpropyl cellulose acetate succinate, hvdroxyethvi methyl cellulose succinate, 
hydroxyethyl cellulose acetate succinate, hvdroxypropyl methyl cellulose phthalate. 
hydroxyethvl methyl cellulose acetate succinate, hvdroxyethvi methyl cellulose acetate 
phthalate, carboxyethvl cellulose, carboxymethvl cellulose, carfaoxymethyiethvl cellulose, 
cellulose acetate phthalate. methyl cellulose acetate phthalate. ethyl cellulose acetate 
phthalate. hydroxvpropyl cellulose acetate phthalate. hydroxvpropyl methyl cellulose 
acetate phthalate. hvdroxypropyl cellulose acetate phthalate succinate, hydroxypropyl 
methyl cellulose acetate succinate phthalate. hydroxvpropyl methyl cellulose sucdnate 
phthalate. cellulose propionate phthalate, hydroxvpropyl cellulose butyrate phthalate, 
cellulose acetate trimellitate. methyl cellulose acetate trimellitate. ethvl cellulose acetate 
trimellitate. hydroxvpropyl cellulose acetate trimellitate. hydroxypropyl methyl cellulose 
acetate trimellitate, hydroxvpropyl cellulose acetate trimellitate succinate, cellulose 
propionate trimellitate, cellulose butyrate trimellitate, cellu l ose acetate terephthalate. 
cellulose acetate isophthalate. cellulose acetate pvridinedicarboxyiate, salicylic acid 
cellulose acetate, hvdroxypropvi salicylic acid cellulose acetate, ethylbenzoic acid cellulose 
acetate, hydroxvpropyl ethylbenzoic acid cellulose acetate, ethyl phthalic acid cellulose 
acetate, ethvl nicotinic acid cellulose acetate, and ethyl picolinic acid cellulose acetate 

2. (original) The method of claim 1 , further comprising the step of 
atomizing said solution to fonn droplets. 



3. (original) The method of claim 2 wherein said step of atomizing 



said solution is performed by spraying said solution through a pressure nozzle. 



4. (original) The method of claim 1 wherein said solvent is removed by 

spray-drying. 

5. (original) The mettiod of claim 1 wherein said solvent is 
removed by spray-coating. 

6. (cxjrrently amended) A method for forming a pharmaceutical 
composition, comprising: 

(a) feeding a cholesteryl ester transfer protein inhibitor into an extruder; 

(b) feeding a concentration-enhancing polymer into said extruder; 

(c) extruding said cholesteryl ester transfer protein inhibitor and said 
concentration-enhancing polymer through said extruder to form a 
solid amorphous dispersion comprising said cholesteryl ester 
transfer protein inhibitor and said concentration-enhancing polymer; 
and 

(d) feeding a sufficient amount of said concentration-enhancing polymer 
into said extruder so that said solid amorphous dispersion provides 

a maximum concentratfon of said cholesteryl ester transfer protein 
inhibitor in a use environment that is at least 10-fold the equilibrium 
concentration provided by a control composition consisting 
essentially of an equivalent amount of said cholesteryl ester transfer 
protein inhibitor but with no concentration-enhancing polymer 
wherein said cholesteryl ester transfer protein inhibitor has the Formula IV 



O 




and pharmaceuticaliy acceptable forms thereof; 
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wherein R jy ^ is hydrogen, Y iv. WivrXiy or Wiy^Yiw; 
wherein W j y is a carfaonyl. thiocarbonyl. suifinvl or sulfonvl: 
X, v is -0-Y ,v, -S-Yi y. -NfHVYj v , or -N-fYiu).: 

wherein Yj y for each occurrence is independently Z i v or a fully saturated, partially 
unsaturated or fully unsaturated one to ten membered straight or branched carbon chain 
wherein the carbons, other than the connecljnQ carbon, may optionally be replaced with 
one or two heteroatoms selected independently from oxygen, sulfur and nitrogen and said 
carbon is optionally mono-, di- or tri-substituted independently with halo, said carbon is 
optionally mono-substituted with hydroxy, said carbon is optionally mono-substituted with 
0X0. said sulfur is optionally mono- or di-substituted with oxo. said nitrogen is optionally 
mono-, or di-substituted with oxo. and said cartoon chain is optionally mono-substituted with 

wherein Z i y is a partially saturated, fully saturated or fully unsaturated three to eight 
membered rin g optionaHy having one to four heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or a bicvclic ring consisting of two ftjsed partially saturated, 
fully saturated or fully unsaturated three to six membered rings, taken independently. 
optionally having one to four heteroatoms selected independently from nitrogen, sulfur and 
oxygen: 

wherein said Zw substituent is optionally mono-, di- or tri-substituted independently 
with halo, fC7 -C6)alkenyl. (Ci -Cr) alky), hydroxy. fC i-C g)alkoxy. (C i- g^alkylthio. amino, 
nitro. cyano. oxo. carboxy. (C i-C fi)alkyloxycarbonyi. mono-N- or di-N.N-fC i-C g)alkvlamino 
wherein said fCi-C gtelkyI substituent is optionally mono-, di- or tri-substituted independently 
with halo, hydroxy. fC i-CR )alkoxy. (C i-Cd )alkylthio. amino, nitro. cyano. oxo. carboxy. fC i- 
Cfi)alkyloxycarbonvl. mono-N- or di-N.N-^C i-C fi)alkvlamino. said fCi -Cfi )alkyl substituent is 
also optionally substituted mih from one to nine fluorines; 
Riv-2 is a partialiy saturated, fully saturated or fully unsaturated one to six membered 
straigh t or branched carbon chain wherein the carbons, other than the connecting carbon, 
may optionally be replaced with one or two heteroatoms selected independently from 
oxygen, sulftjr and nitrogen wherein said carbon atoms are optionally mono-, di- or tri- 
substituted independently with halo, said carbon is optionally mono-substituted with oxo. 
said carbon is optionally mono-substituted with hydroxy, said sulfur is optionally mono- or 
di-substrtuted with oxo. said nitrogen is optionaily mono- or di-substituted with oxo: or said 
Riv-y is a partialiy saturated, fully saturated or fully unsaturated three to seven membered 
ring optionally having one to two heteroatoms selected independently from oxygen, sulfur 
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and nitrogen, wherein said R iy^ ring is optionally attached through fC i-C d)a!kvl: 

wherein said R iv .? ring is optionally mono-, di- or tri-substituted independentlywith 
halo. (C?-Cfi)alkenvl. (C i-C r) alkvl. hydroxy. (Ci -C fi)alkoxv. fC i-C d)alkvlthio. amino, nitro. 
cyano. oxo. carboxv. (C i-C g)alkvloxvcaitionvl, mono-N- or di-N.N-fC i-Cg )aikvlamino 
wherein said (C i^-CR )aikvi substituent is optionally mono-, di- or tri-substituted independently 
with halo, hydroxy. (C i-Cq )alkoxv. fC i-C j)alkvlthlo. oxo or fC i-C g)alkvloxvcarfaonvl: 

with the proyiso that Ri ^ .; is not methyl: 
Riv-r^ is hydrogen or Qrv: 

wherein Qw is a fully saturated, partially unsaturated or fully unsaturated one to six 
membered straight or branched carbon chain wherein the carbons other than the 
connecting carbon, may optionally be replaced with one heteroatom selected from oxygen, 
sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently 
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is optionally 
mono-substituted with oxo. said sulfur is optionally mono- or di-substttuted with oxo. said 
nitrogen is optionally mono- or di-substituted with oxo. and said carbon chain is optionally 
mono-substrtuted vwth V iv;; 

wherein V iy is a partially saturated, fully saturated or fully unsaturated three to eight 
membered ring optionally haying one to four heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or a bicvclic ring consisting of two fused partially saturated. 
fully saturated or fully unsaturated three to six membered rings, taken independen tly, 
optionally having one to four heteroatoms selected independency from nitrogen, sulfur and 
oxygen; 

wherein said V i y substituent is optionally mono-, di-. tri-. or tetra-substituted 
independently with halo. (Ci -C R)alkvi. fCyCfi)alkenvl. hydroxy. ( C^-C^alkoxv. 
fCi-C4)alkvlthio. amino, nitro. cvano. oxo. caitoxamoyl. mono-N- or di-N.N-(Ci -Cfi) 
alkylcarboxamoyl. carboxv. fC i-Cg )alkyloxvcarbonyl. mono-N- or di-N.N-fCi-CA^alkvlamino 
wherein said (C i-C g)alkyl or fC? -CR )alkenyl substituent is optionally mono-, di- or tri- 
substituted independently with hydroxy. (C i^-<: R)alkoxy, ( Ci-C ^telkylthio. amino, nitro. cvano. 
0X0. carboxv. fC i-Cg )alkvioxvcarbonyl. mono-N- or di-N.N-fC i-C fi)alkvlamtno. said (Ci- 
Cfi )alkvi or (C2-Cfi)alkenvl substituents are also optionally substituted vwth from one to nine 
fluorines: 

wherein Ch ^^ a fully saturated, partially unsaturated or fully unsaturated one to six 
membered straight or branched carbon chain wherein the carbons, other than the 
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connecting carbon, may optionaliy be replaced with one heteroatom selected from oxygen, 
sulfur and nitrogen and said carbon is optionaHv mono-, di- or tri-substituted independently 
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is optlonaHv 
mono-substituted with oxo. said sulfur is optionally mono- or di-subst ituted v yith oxo. said 
nitrogen is optionally mono- or di-substituted with oxo. and said carbon chain is optionaily 
mono-substituted with 
Viy-ti 

wherein V iv^ is a partially saturated, fully saturated or fully unsaturated three to six 
membered ring optionally haying one to two heteroatoms selected independently from 
oxygen, sulfur and nitrogen: 

wherein said Vij^ substituent is optionally mono-, di-. tri-. or tetra-substituted 
independently with halo. (C i-C ^)alkvl. fC i-Cg )alkoxv. amino, nitro. cyano. 
(Ci-Cfi)alkyloxycarbonyl. mono-N- or di-N.N-(C i-Cf; )alkylamino wherein said (C -i-Cg)alj<y| 
substituent is optionally m ono -substituted with oxo, said (C_ i-Cfi )alkyl substituent is also 
optionally substituted with from one to nine fluorines; 

wherein eitiier Rin/.^ must contain or R| v ^ must contain Vix ^^: 

Riv-5^ Riv-6, Riv-7and Riv-sare each independently hydrogen, a bond, nitro or halo 
wherein said bond is substituted with T i v or a partially saturated, fully saturated or fully 
unsaturated f Ci-Ci ?) straight or branched carbon chain wherein carbon, may optionally be 
replaced with one or two heteroatoms selected independently from oxygen, sulfur and 
nitrogen wherein said carbon atoms are optionally mono-, di- or tri-substituted 
independently with halo, said cartKjn is optionally mono-substituted with hydroxy, said 
carbon is optionally mono-substituted with oxo. said sulfur is optionally mono- or 
di-substituted with oxo. said nitrogen is optionally mono- or di-substituted vAlh oxo. and said 
carbon is optionally mono-substituted v\flth Ti^ : 

wherein T i v is a partially saturated, ftjily saturated or fully unsaturated three to eight 
membered ring optio nally haying one to four heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or. a bicvclic ring consisting of two fused partially saturated, 
fully saturated or fully unsaturated three to six membered rings, taken independently, 
optionally haying one to four heteroatoms selected independently from nitrogen, sulfur and 
oxygen: 

wherein said T i v substituent is optionally mono-, di- or tri-substituted independently 

with halo. (C i-Cfi)alkvi. fC?-Cg )alkenyl. hydroxy. (C i-C g)alkoxy. fC i-C4 )alkylthio. amino, nitro. 
cyano. oxo. carboxy, (C i-C g)alkyloxvcarbonyl. mono-N- or di-N.N-(C i-C fi)alkylamino 
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wherein said fC --C g)alkvl substituent is optionally mono-, di- or tri-substituted independently 
with hydroxy. (C i-Cfi )aikoxv. (C i-C4 )alkvtthio. amino, nitro, cyano. oxo. carboxy, (C^ - 
Cfi)alkvloxvcarbonvl. mono-N- or di-N.N-(C i-C fi)alkvlamino. said fC i-C R)alkvl substituent is 
also optionally substituted with from one to nine fluorines; and 

wherein and Rrj ^, or Riv„fi and R iv ^. and/or Ri y-7 and Riu ^ may also be taken 
together and can fonm at least one four to eight membered ring that is partially saturated or 
fully unsaturated optionally having one to three heteroatoms Independently selected from 
nitrogen, sulfur and oxygen: 

wherein said ring or rings fonmed bv R iv j and R iv ^. or Rt^ and Rjv^. and/or Ri y^ 
and Riv j are optionally mono-, di- or tri-substituted independently with halo. fC i-Cg)alkj4 
(Ci-C^telkvlsulfonvl. (Cr C g)alkenvl. hydroxy. (C i-Cg )alkoxv. (C i-C ^)alkylthio. amino, nitro. 
cvano. 0x0. carboxv. fC i-C R)alkvloxvcarit)onvt. mono-N- ordi-N.N-/C i-C g)alkylamino 
wherein said (C i-Cg )alkyl substituent is optionally mono-, di- or tri-substituted independently 
with hydroxy. (C i-Cg)alkoxv, (Ci-C4 )alkvlthio. amino, nitro. cvano. 0x0. carboxv. 
fCi-CR)alkvloxvcarbonyi. mono-N- or di-N.N-(C i-CR )alkylamino. said (C t-C fi)atkyl substituent 
is also optionally substituted with from one to nine fluorines: with the proviso that when Rjv ^ 
is carboxv! or (C 1-C4 ) alkylcarboxyl. then R iv ^ is not hydrogen: 

and wherein said concentration-enhancing polymer is selected from hydroxypropyl 
methyl cellulose acetate succinate, hvdroxvpropvl methyl cellulose succinate, 
hydroxypropyl cellulose acetate succinate, hydroxyethyl methyl cellulose succinate, 
hvdroxvethvl cellulose acetate succinate, hydroxypropyl meth\^ cellulose phthalate. 
hydroxyethyl methvl cellulose acetate suaiinate. hvdroxvethvl methyl cellulose acetate 
phthalate. carboxyethyl cellulose, carijoxymethyl cellulose, carboxymethvlethyl cellulose, 
cellulose acetate phthalate. methvl cellulose acetate phthalate. ethyl cellulose acetate 
phthalate. hydroxypropyl cellulose acetate phthalate. hydroxypropyl methyl cellulose 
acetate phthalate. hvdroxvpropvl cellulose acetate phthalate succinate, hydroxypropyl 
methyl cellulose acetate succinate phthalate, hydroxypropyl methyl cellulose succinate 
phthalate, cellulose propionate phthalate. hydroxypropyl cellulose butyrate phthalate. 
cellulose acetate trimellitate. methvl cellulose acetate trimellitate. etfivl cellulose acetate 
trimellitate. hydroxypropyl cellulose acetate trimellitate. hydroxypropyl methyl cellulose 
acetate trimellitate. hydroxypropyl cellulose acetate trimellitate succinate, cellulose 
propionate Mmellitate. cellulose butyrate trimellitate, cellulose acetate terephtfialate. 
cellulose acetate isophthalate, cellulose acetate pyridinedicarboxylate. salicylic acid 
cellulose acetate, hydroxypropyl salicylic acid cellulose acetate, ethylbenzoic acid cellulose 
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acetate, hydroxvpropyi ethvibenzoic acid cellulose acetate, ethyl phthalic acid cellulose 
acetate, ethyl nicotinic acid cellulose acetate, and ethyl picolinic acid cellulose acetate . 

7. (original) The method of claim 6, further comprising the step of 
mixing said choiesteryl ester transfer protein inhibitor and said concentration-enhancing 
polymer together to fomi a mixture prior to feeding said choiesteryl ester transfer protein 
inhibitor and said concentration-enhancing polymer into said extruder. 

8. (original) The method of claim 6, further comprising the step of 
mixing said choiesteryl ester transfer protein inhibitor and said concentration-enhancing 
polymer together to form a mixture after feeding said choiesteryl ester transfer protein 
inhibitor and said concentration-enhancing polymer Into said extruder. 

9. (original) The method of claim 6, further comprising the step of 
forming a molten mixture of said choiesteryl ester transfer protein inhibitor and said 
concentration-enhancing potyrrver. 

1 0. (original) The method of claim 9, further comprising the step of 
rapidly cooling said molten mixture. 

1 1 . (original) The method of claim 9, further comprising the step of 
feeding an excipient into said extruder to reduce the temperature required to form said 
molten mixture. 

12. (original) The method of daim 6 wherein said extruder is a twin- 
screw/ extruder. 

1 3. (currently amended) A method for forming a pharmaceutical 
composition, comprising: 

(a) forming a molten mixture comprising a choiesteryl ester transfer 
protein inhibitor and a concentration-enhancing polymer; 

(b) cooling said mixture to form a solid amorphous dispersion 
comprising said choiesteryl ester transfer protein inhibitor and said 
concentration-enhancing polymer; and 
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(c) providing a sufficient amount of said cx>ncentration-enhancing 
polymer in said mixture so that said solid amorphous dispersion 
provides a maximum concentration of said cholesteryl ester transfer 
protein inhibitor in a use environment that is at least 10-fold the 
equilibrium concentration provided by a control composition 
consisting essentially of an equivalent amount of said cholesteryl 
ester transfer protein inhibitor but with no concentration-enhancing 
polymer 



and pharmaceuticallv acceptable forms thereof: 
wherein Riy,i is hydrogen. Yjv. W iyXi y or Wj v-Yiy: 
wherein W i y is a carbonyi. thiocarbonvl, sulfinyl or sulfonyl; 
Xfy is -0-Yi ^.^S:Y| y. -N(H)-Y|y or -N-(Y iy}2i 

wherein Yiv for eac^ occurrence is independently Z i v or a fully saturated, partially 
unsaturated or fully unsaturated one to ten memfaered straight or branched carbon chain 
wherein the carbons, other than the connecting carbon, may optionally be replaced with 
one or two heteroatoms selected independently from oxygen, sulfur and nitrogen and said 
carbon is optionaily mono-, di- or tri-substituted independently with halo, said carbon is 
optionally mono-substituted with hydroxy, said carbon is optionally mono-substituted with 
oxo. said sulfur Is optionally mono- or di-substituted with oxo, said nitrogen is optionallv 
mono-, or di-substituted with oxo. and said carbon chain is optionally mono-substituted with 

wherein Z i v Is a partially saturated, fully saturated or fully unsaturated three to eight 
membered ring optionally having one to four heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or a bicyciic ring consisting of two fused partially saturated, 
fully saturated or fully unsaturated three to six membered rings, taken independently. 



wherein said cholesten/l ester transfer protein inhibitor has the Fonmula IV 




Formula IV 
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optionailv having one to four heteroatoms selected independently from nitrogen, sulfur and 

oxygen; 

wherein said Ztv substituent is optionailv mono-, di- or tri-substituted independently 

with halo, fC? -C fi)a!kenvl, fC i-Cg ) alkyl. hydroxy, (C i-Cfi )alkoxy. (C i-C ^laikyithio. amino. 
njtro, cya no, oxo. carboxy. (C i-C g)alkyloxycarbonyl, mono-N- or di-N.N-(C i-C fi)alkv!amino 
wherein said (Ci-C fi )alkvl substituent Is optionally mono-, di- or tri-substituted independently 
with halo, hydroxy. (C i-Cfi )alkoxv. (C rC4 )alkylthio. amino, nitro, cyano. oxo , carboxy, (Ci- 
Cg)alkyloxycarbonyl. mono-N- or di-N.N-(C ii-C ^)alkylamino. said fCi -C g)alkyl substituent is 
also optionally substituted with from one to nine fluorines: 

RaA j is a partially saturated, fijily saturated or fully unsaturated one to six membered 
straight or branched carbon chain wherein the carbons, other than the connecting carbon, 
may optionally be replaced with one or two heteroatoms selected independently from 
oxygen, sulfur and nitrogen wherein said cait)on atoms are optionally mono-, di- or tri- 
substituted independently with halo, said carbon is optionally mono-substituted with oxo, 
said carbon is optionally mono-substituted wiOi hydroxy, said sulfur is optionally mono- or 
di-substituted wth oxo. said nitrogen is optionally mono- or di-substituted with oxo: or said 
R iy.? is a partially saturated, fully saturated or fully unsaturated three to seven membered 
ring optionally having one to two heteroatoms selected independently from oxygen, sulfur 
and nitrogen, wherein said Rj v ^ ring is optionally attached through (C ii-C A)alkvl: 

wherein said Ri y,? ring is optionally mono-, di- or tri-substituted independently with 
halo. fC9-Cfi)alkenyl. (C i-C g) alkvl. hydroxy. (C i-C fi)alkoxy. (C^-C^^alkylthio. amino, nitro. 
cyano. oxo. carboxv. fC i-C R)alkvloxvcarbonvl. mono-N- or di-N.N-fC i-Cfi )alkvlamino 
wherein said fCi-Cg )aikvl substituent is optionally mono-, di- or tri-substituted independently 
with halo, hydroxy. (Ci -Cg )alkoxy. (Ci -C 4)alkylthio. oxo or (C i -Cg)alkyloxvcarbonyl: 

with the proviso that R ixa ? Is not methyl: 
Rivj is hydrogen or Q sy: 




wherein Qw is a fully saturated, partially unsaturated or fully unsaturated one to six 
membered sfraight or branched carbon chain wherein the carbons other than the 
connecting carbon, may optionally be replaced with one heteroatom selected from oxygen. 

sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently 
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is optionally 
mono-substituted with oxo. said sulfur is optionally mono- or di-substituted with oxo. said 
nitrogen is optionally mono- or di-substituted with oxo. and said carbon chain is optionally 
mono-substituted with V iw: 
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wherein V sy is a partially saturated, fully saturated or fully unsaturated three to eight 
membered ring optionaliy having one to four heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or a bicvciic ring consisting of two fused partiaHy saturated, 
fully saturated or fully unsaturated three to six membered rings, taken independently, 
optionally having one to four heteroatoms selected independently from nitrogen, sulfur and 
oxygen: 

wherein said V i y substituent is optionally mono-, di-, tri-. or tetra-substituted 
independently with halo. (C^ -C g)alkvl. (Cg-Cg)alkenvl. hydroxy. (Ci -C g)alkoxv. 
(C^-C dtelkvlthio. amino, nitro. cvano. oxo. carboxamoyl. mono-N- or di-N-N-fC^Cg) 
alkylcarboxamoyl. carboxy, (C 2-CQ )aikvloxycarbonvl, mono-N- or di-N,N-(C; i-CR )aikylamino 
wherein said (C i^-Cfi )alkyl or (C£-Cg)alkenvl substituent is optionally mono-, di- or tri- 
substituted independently with hydroxy. (C i-C fi)alkoxv. fC^-Cd^alkvlthlo. amino, nitro. cvano. 
0X0, carboxy. (C .|-Cfi )aikyloxycarbonvl. mono-N- ordi-N.N-(C i-Cg )alkvlamino. said (C i- 
CR)alkyl or (C2-Cfi)aikenvl substituents are also optionally substituted with from one to nine 
fluorines: 

wherein Qi vm a fully saturated, partially unsaturated or fully unsaturated one to six 
membered straight or branched carbon chain wherein the carbons, other than the 
connecting carbon, may optionally be replaced with one heteroatom selected from oxygen, 
sulfur and nitrogen and said carbon is optionally mono-, di- or th-substituted independently 
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is optionally 
mono-substituted with oxo. said sulfur is optionally mono- or di-substltuted with oxo. said 
nitrogen is optionally mono- or di-substituted with oxo. and said carbon chain is optionally 
mono-substituted with 

wherein V iv_i is a partially saturated, fully saturated or fully unsaturated Biree to six 
membered ring optionally having one to two heteroatoms selected independently ftiom 
oxygen, sulfur and nitrogen; 

wherein said V ftM substituent is optionally mono-, di-. tri-. or tetra-substituted 
independently with halo. (C rCg}alkyl, (Ci-Cfi )alkoxy. amino, nitro, cvano, 
(Ci-Cfi)alkyloxycarbonvl. mono-N- or di-N.N-(C .|-C R)alkylamino wherein said ( C2-Cfi)alkyl 
substituent is optionally mono-substituted with oxo. said (Cr Cg )alkvl substituent is also 
optionally substituted with from one to nine fluorines: 

wherein either R, y. ^ must contain V i y or R ivm must contain V ivm; 
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RjNAs, Rivj, Rjvj and R jv^ are each independently hydrogen, a bond, nitro or halo 
wherein said bond is substituted with T j y or a partially saturated, fully saturated or fully 
unsaturated (C i-Ci ?) straight or branched carbon chain wherein carbon, may optionally be 
replaced with one or two heteroatoms selected independently from oxygen, sulfur and 
nitrogen wherein said carbon atoms are optionaliv mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted wth hydroxy, said 
carbon is optionaily mono-substituted with oxo. said sulfur is optionally mono- or 
di-substituted with oxo. said nitrogen is optionally mono- or di-substituted with oxo. and said 
carbon is optionally nrtono-substituted with Tj v: 

wherein T iy is a partially saturated, fully saturated or fully unsaturated three to eight 
membered ring optionaily having one to four heteroatoms selected independently from 
oxygen, s ulftjr and nitrogen, or. a bicvclic ring consisting of two fused partially saturated, 
fully saturated or fully unsaturated three to six membered rings, taken independently, 
optionally having one to four heteroatoms selected independently from nitrogen, sulfur and 
oxygen: 

wherein said Try substituent is optionally mono-, di- or tri-substituted independently 

with halo, (C i-C g^alkyl. (C2 -Cfi )alkenyl. hydroxy, (C i-Cfi )alkoxy, (C i-C4 )alkylthio. amino, nitro. 
cvano. 0X0. carboxy. (C i-C g)alkyloxvcarbonyl. mono-N- ordi-N.N-(C i-C g)alkylamino 
wherein said (C^ -Cg )alkvl substituent is optionally mono-, di- or tri-substituted independently 
with hydroxy. fC i-Cg )alkoxy, (C i-C4 )alkvlthio. amino, nitro. cyano, oxo, carboxy. (C i- 
C g)alkyloxycarbonyl. mono-N- or di-N.N-(C; ^-CR )alkylamino. said ( C;^-C e)alkyl substituent is 
also optionally substituted with from one to nine fluorines: and 

wherein Ri v^ and R iy^. or R iv^ and R jy^, and/or Riy^ and, Rim '^^y also be taken 
together and can fonm at least one four to eight membered ring that is partially saturated or 
fully unsaturated optionally having one to three heteroatoms independently selected from 
nitrogen, sulfur and oxygen: 

wherein said ring or rings formed by R iy ^ and R t y ^ , or R iv^ and R iy ^. and/or R tv^ 
and are optionally mono-, di- or fai-substituted independently with halo. (C i-Cg )alkyl, 
(Ci -C4)alkylsulfbnyl. (Cg-C5)alkenyl. hydroxy. fC i-C R)aikoxy, (C i-C 4)alkylthio, amino, nitro, 
cvano, 0X0, carboxy. (C i-Cg )alkvloxvcaftoonyl. mono-N- or di-N,N-(C i-Cg )alkylamino 
wherein said (C i-C gjalkyl substituent is optionaHy mono-, di- or tri-substituted independently 
with hydroxy. fC i-C g)alkoxv. fC i-C j)alkylthio. amino, nitro. cvano. oxo. carboxy. 
(Ci-Cg )alkyloxycarbonvl. mono-N- ordi-N,N-fC i-Cg )alkvlamino, said (C i-C g)alkyl substituent 
is also optionally substituted with from one to nine fluorines: with the proviso that when R iy,? 
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is carboxyl or (C 1-C4 ) alkylcarboxyl then R iy^ is not hyd roge n ; 

and wherein said concentration-enhancing poiymer is selected from hydroxypropyl 
methyl cellulose acetate sucxinate. hvdroxypropvl methyl ceilulose succinate, 
hydroxypropy! cellulose acetate succinate, hydroxyethyl methyl cellulose succinate, 
hydroxyethyl cellulose acetate succinate, hydroxypropyl methyl cellulose phthalate. 
hydroxyethyl mettiyl cellulose acetate succinate, hvdroxvethvl methyl cellulose acetate 
phthalate. carboxyethyl cellulose, carboxymethyl cellulose, carboxymethylethyi cellulose, 
cellulose acetate phtJialate. methyl cellulose acetate phthalate. ethyl cellulose acetate 
phthalate. hvdroxvpropvi cellulose acetate phthalate. hydroxypropyl methyl cellulose 
acetate phthalate. hydroxypropyl cellulose acetate phthalate succinate, hydroxypropyl 
methyl cellulose acetate succinate phthalate. hydroxypropyl methyl cellulose succinate 
phthalate, cellulose propionate phthalate. hydroxypropyl cellulose butyrate phthalate. 
cellulose acetate trimellitate. methyl cellulose acetate trimellitate . eth yl cellulose acetate 
trimellitate, hydroxypropyl cellulose acetate trimellitate, hydroxypropyl methyl ceilulose 
acetate trimellitate. hydroxypropyl cellulose acetate trimellitate succinate, cellulose 
propionate trimellitate. cellulose butvrate trimellitate. cellulose acetate terephthalate. 
cellulose acetate isophthalate. cellulose acetate pyridinedicarboxylate, salicylic acid 
cellulose acetate, hydroxypropyl salicylic acid cellulose acetate, ethylbenzoic acid cellulose 
acetate, hvdroxvpropvl ethvlbenzoic acid cellulose acetate, ethvl phthalic acid cellulose 
acetate, ethvl nicotinic acid cellulose acetate, and ethvi picolinic acid ceilulose acetate . 

14. (original) The method of claim 13, further {X)mprising the step of 
adding an excipient to reduce the temperature required to form said molten mixture. 

1 5. (original) The method of daim 1 3, further comprising the step of 
mixing said molten mixture so that said molten mixture is substantially homogeneous. 

16. (original) The method of claim 13 wherein said molten mixture is 
formed by melting said concentration-enhancing polymer and adding said cholesteryl ester 
transfer protein inhibitor to said concentration-enhancing polymer. 

17. (original) The method of claim 1 3 wherein said molten mixture is 

formed by melting said cholesteryl ester transfer protein inhibitor and adding said 
concentration-enhancing polymer to said cholesteryl ester transfer protein inhibitor. 
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1 8. (original) The metiiod of claim 1 3 wherein said molten mixture is 
formed by mixing said choiesteryl ester transfer protein inhibitor and said concentration- 
enhancing polymer together to form a solid blend and heating said solid blend. 

1 9. (original) The method of any one of claims 1 , 6 and 1 3 wherein said 
choiesteryl ester transfer protein inhibitor is substantially amorphous and said dispersion is 
substantially homogeneous. 

20. (previously amended) The product of claim 25 wherein said 
dispersion has a single glass transition temperature. 

21. (canceled) 

22. (previously amended) The product of claim 25 wherein said 
composition provides in said use environment an area under the concentration versus time 
curve for any period of at least 90 minutes between the time of introduction into the use 
environment and about 270 minutes following inb-oduction to the use environment that is at 
least about 5-fold Siat of a control composition, 

23. (previously amended) The product of claim 25 wherein said 
composition provides a relative bioavailability that is at least 4-fold relative to said control 
composition. 

24. (previously amended) The product of claim 25 wherein said 
choiesteryl ester transfer protein inhibitor has a dose-to-aqueous-soiubility ratio of at least 
1.000 ml. 

25. (original) The product of the method of any one of claims 1-18. 

26-42 (canceled) 

43. (new) The method of any one of claims 1 , 6 and 1 3 wherein said 
choiesteryl ester transfer protein inhibitor is selected from; 
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[2S,4S] 4-[{3,5-bis-trifluoromethyl-benzyl)-rnethoxycarbonyl-arninol-2-isopropyl-6- 
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carfaoxylic acid isopropyl ester; 

[2S,4S] 4-[(3,5-bis-trif!uorornethyl-benzyl)-methoxycarbonyl-amino]^-chloro-2-cyclopropyl- 
3,4-d!hydro-2H-quinoline-1-carboxylic acid isopropy! ester; 

[2S,4S] 2-cyciopropyl-4-[(3,5-dichloro-benzyl)-methoxycarbonyl-amino]-6-trifluoromethyl- 
3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl esten 

[2S,4S] 4-[{3,5-bis-triftuoromethyl-benzyl)-methoxycarbony!-amino]-2-cyclopropyi-6- 
trrfluorometliyl-3,4-dihydro-2H-quinoline-1-cart)Oxylic acid tert-butyi ester; 

[2R,4R]4-[{3,5-bis-trifluoromethyi-benzyl)- 

metlioxycarbonyl-amino]-2-cyclopropyl-«-trifluoromethyl-3,4-diliydro-2H-quinaiine- 
1-carboxyltc acid isopropyl ester; 

[2S,4S]4-[(3,5-bis-trifluorometiiyl-benzyl)-methoxycarbonyl-amlno]-2-cyclopropyl-6- 
trifluoromethyl-3,4-dihydro-2H-quinoiine-1-carboxylic acid isopropyl ester; 

[2S,4S] 4-[(3,5-bis-trifluoromethyl-benzyl)-metiioxycarbonyl-amino]-2-cyclobutyl-6- 
trifluoromethyl-3,4-dihydro-2H-qufnoline-1-carboxylic acid isopropyl ester, 

[2R,4S]4-E(3,5-bis-trifluoromethyl-benzyl)-meUioxycarbonyl-amino]-2-etliyl-6- 

Mfluorometliyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester; 

[2S,4S]4-[(3,5-bis-trif!uoromethyl-benzyt)-metiioxycarbony!-aminoj-2-methoxymethyl-6- 
trifluoromethyl-3,4-dihydro-2H-quinollne-1-carboxylic acid isopropyl ester; 

|;2R,4S]4-[(3,5-bis-trifluorometliy!-benzyl)-methoxycarbonyl-amino]-2-ethyl-6- 

trifluoromethyl-3,4-dihydro-2H-qulnoline-1-carboxylic add 2-hydroxy-ethyl ester; 

[2S,4S] 4-[(3,5-b[s-trif!uoromethyl-benziii)-metlioxycarbonyl-amino]-2-cyclopropyl-6- 
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester; 

[2R,4S] 4-[(3,5-bis-trifluoromethyi-benzyl)-mettioxycarbonyl-amino]-2-ethyl-6- 
tr1fluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid etiiyl ester; 

[2S,4S]4-[(3,5-bis-trifluoromethyl-benzyt)-methoxycarbonyl-amino]-2-cyclopropyl-6- 
1rifluorometliyi-3,4-dihydro-2H-quinoline-1-carboxi^ic acid propyl ester; and 

[2R,4S] 4-[(3,5-bis-trifluoromethyl-benzyl)-metiioxycarbonyl-amino]-2-ethyl-^- 
trifluoromethyl-3,4-dilnydro-2H-quinoline-1-carboxyiic acid propyl ester. 

44. (new) The method of claim 43 wherein said cholesteryl ester 
transfer protein inhibitor is [2R.4S] 4-[(3,5-bis-trifluoromethyf-benzyl)-methoxycarbonyl- 
amino]-2-ethyl-6-trifluoromethyl-3,4-dihydro-2H-quinoItne-1-carboxylic add ethyl ester. 
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